-71 -

Claims:
1. A compound of the formula |
(Ry)r
_~A
0 N
(Ryn )J\ (14
R(\N X; 3
R/N\/‘J Jm
! (1

or a salt thereof, wherein

Ry is Cysalkyl, Cysalkenyl, Casalkinyl, Csgcycloalkyl, Csgcycloalkenyl or Csscycloalkyl-C.
salkyl; wherein said Cqgalkyl, Cspalkenyl, Cogalkinyl or Csgcycloalkyl-Cq.salkyl may be
substituted once or more than once by halogen; and wherein said C;gcycloalkyl or Cs.
scycloalkenyl may be substituted once or more than once by halogen, Cisalkyl or C4.

shalogenalkyl;

mis 1 or 2;
nis0,1,2, 3or4;

each R; independently is halogen, hydroxyl, amino, cyano, nitro, Cssalkyl, Cighalogenalkyl,
C,.shydroxyalkyl, Cs.4alkoxy-C1.salkyl, amino-C,.salkyl, Cs_salkyl-amino-Cq.salkyl, di(C,4alkyl)-
amino-C,alkyl, Cy.¢alkoxy, Cqghalogenalkoxy, Cq.salkylamino, di{Cy.salkyl)amino, C,.salkenyl,
C..shalogenalkenyl, Cysalkinyl or Cyshalogenalkinyl;

or Cs.¢cycloalkyl, wherein one carbon atom may be replaced by an oxygen atom, wherein the
Csgcycloalkyl may be attached directly to the methylene or via a Cq.;alkylene, and wherein
the Csscycloalkyl may be substituted once or more than once by halogen;

or two R; at the same carbon atom form together with said carbon atom a Cs.gcycloalkyl;

X; is oxygen or —N(Rs)-;

R4 is hydrogen, Cy.salkyl, Cs.scycloalkyl, or Csgcycloalkyl-Cypalkyl;

pis1andqis 1;
pisOandqis 1;0r
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pisOandqisO;
ris0,1,2,3or4,

each R independently is halogen, hydroxyl, amino, cyano, nitro, Cygalkyl, C4.shalogenalkyl,
Ci.shydroxyalkyl, Cq4alkoxy-Cy.ealkyl, amino-Cygalkyl, Cq4alkyl-amino-Cysalkyl, di{Cq.4alkyl)-
amino-Cy.galkyl, Cigalkoxy, Cy.ghalogenalkoxy, Cqgalkylamino, di{Cy.¢alkyl)amino, C,galkenyl,
C.shalogenalkenyl, C,alkinyl or Caghalogenalkinyl;

or Cscycloalkyl, wherein one carbon atom may be replaced by an oxygen atom, wherein the
Csecycloalkyl may be attached directly to the methylene or via a Cyzalkylene, and wherein
the Cs.¢cycloalkyl may be substituted once or more than once by halogen;

or two R; at the same carbon atom form together with said carbon atom a Cj¢cycloalkyl;

Alis
Rs

I
N 8]
xlf/ \\/
R
*/\/ ( 6)s
wherein the bond marked with the asterisk is attached to the nitrogen atom;
Rs is hydrogen, Cigalkyl, Cagalkenyl, Csgalkinyl, Csecycloalkyl, Csgcycloalkenyl or Cj.
scycloalkyl-C,_salkyl; wherein said Cq.salkyl, Cyealkenyl, Cygalkinyl or Cs.scycloalkyl-Cy4alkyl
may be substituted once or more than once by halogen, hydroxyl or Cy.salkoxy; and wherein

said Cs.goycloalkyl or Cs.scycloalkenyl may be substituted once or more than once by halogen,
Cy.4alkyl or Cy.shalogenalkyl;

Xz is nitrogen or carbon;
sis0,1,20r3;

each Rg independently is halogen, hydroxyl, amino, cyano, nitro, C;salkyl, Ci.ghalogenalkyl,
C,.shydroxyalkyl, Ci.4alkoxy-Cy.galkyl, amino-C;salkyl, Cq.4alkyl-amino-Cysalkyl, di{Cs.4alkyl)-
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amino-C,.galkyl, Cq.salkoxy, Cishalogenalkoxy, Cqsalkylamino, di(Cq.ealkyl})amino, Caealkenyl,
C..shalogenalkenyl, Cs.salkinyl or Caoshalogenalkinyl;

or Cagcycloalkyl, wherein one carbon atom may be replaced by an oxygen atom, wherein the
Cs.scycloalkyl may be attached directly to the methylene or via a Cy.;alkylene, and wherein
the Cj¢cycloalkyl may be substituted once or more than once by halogen.

2. A compound of formula | according to claim 1, wherein X; is oxygen; or a salt thereof.

3. A compound of formula | according to any of claims 1 or 2, whereinpis 1 and qis 1;

or a salt thereof.

4, A compound of formula | according to any of claims 1 to 3, wherein R, is isopropyl,
cyclopropyl, cyclobutyl or cyclopentyl and m is 1; or a salf thereof.

5. A compound of formula | according any of claims 1 to 4, wherein A is selected from A3
and A4

R

N Rs

N

N ()
RS NN
~ (Re)s )l\/\(Re)s
%

(A3); (Ad);
wherein the bond marked with the asterisk is attached to the nitrogen atom;

or a salt thereof.

6. A compound of formula | according to claim 1, wherein

R; is isopropyl or cyclobutyl; mis 1; nis 0, 1 or 2; each R, independently is halogen, Cs.alkyl,
Ci.shalogenalkyl, Cq.4alkoxy, Ci.shalogenalkoxy or Cz4cycloalkyl; or two R, at the same
carbon atom form together with said carbon atom a Cj 4cycloalkyl;

X1 is oxygen;

pis 1and qis 1;ris 0, 1 or 2; wherein each R; independently is halogen, Cy.4alkyl, Cy.
shalogenalkyl, Cq.4alkoxy, Cy4halogenalkoxy or Cs 4cycloalkyl; or two R at the same carbon
atom form together with said carbon atom a Cs4cycloalkyl; A is selected from A3 and A4
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| Fl‘s

N (o]
~ NN
Z (Re)s )|\/\ (Re)s
£

(A3); (Ad);
wherein the bond marked with the asterisk is attached to the nitrogen atom;
Rs is hydrogen or methyl;
sis 0, 1or2; and
each Rg independently is halogen, Cq.salkyl, Csshalogenalkyl, Cs.salkoxy, Cq.shalogenalkoxy
or Cg4cycloalkyl;
or a salt thereof.

7. A compound of formula | according to claim 1, wherein said compound is selected from
the group consisting of

1-(6-oxo0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-cyclobutylpiperazine-1-carboxylate;
1-(1-methyl-6-oxo0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-
carboxylate;

1-(6-oxo0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate;
1-(6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-cyclopropylpiperazine-1-carboxylate;
1-(1-methyl-6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-cyclobutylpiperazine-1-
carboxylate;

1-(1-ethyl-6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate;
1-(1-methyl-2-oxo-1 ,é-dihydropyridin-4—yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate;
1-(2-ox0-1,2-dihydropyridin-4-yl)piperidin-4-yl 4~-cyclobutylpiperazine-1-carboxylate;
1-(2-oxo0-1,2-dihydropyridin-4-yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate; and
1-(6-oxo0-1,6-dihydropyridin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate;

or salts of these compounds.

8. 1-(6-ox0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-cyclobutylpiperazine-1-carboxylate
having the following formula

H QM
L300
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or a salt thereof.

9. 1-(1-methyl-6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-
carboxylate having the following formula

0=‘(=>—N:>—O 7\

N-N >N N—<
/ o

or a salt thereof.

10. 1-(6-ox0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-isopropylpiperazine-1-carboxylate
having the following formula

o=(=>—N/\:>—O 7\
H O
or a salt thereof.

1. 1-(1-methyl-6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-y! 4-cyclobutylpiperazine-1-
carboxylate having the following formula

O=(=>_NC>—O \
NN 0>—N\_/N—<>
or a salt thereof.

12. A compound selected from

a free form of 1-(1-methyl-6-0x0-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-
cyclobutylpiperazine-1-carboxylate in solid form; and

a sat of 1-(1-methyl-6-oxo-1,6-dihydropyridazin-3-yl)piperidin-4-yl 4-
cyclobutylpiperazine-1-carboxylate in solid form, wherein said salt is the cifrate,
hydrochloride, fumarate, adipate, maleate or sebacate of 1-(1-methyl-6-oxo-1,6-
dihydropyridazin-3-yl)piperidin-4-yl 4-cyclobutylpiperazine-1-carboxylate.

13. A pharmaceutical composition comprising a therapeutically effective amount of a
compound according to any one of claims 1 to 12 and one or more pharmaceutically
acceptable carriers.
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14. Use of a compound according to any one of claims 1 to 12, in the preparation of a
medicament for the treatment of a disorder or disease in a subject mediated by H3 receptors.

15. A combination comprising a therapeutically effective amount of the compound
according to any one of claims 1 to 12 and one or more therapeutically active agents.

16. Use of a compound according to any one of claims 1 to 12 in combination with other

active agents, for the treatment of a disease or disorder mediated by H3 receptors.

17. The use according to claim 14 or 16, wherein the disorder is selected from obesity,
epilepsy, disorders of sleep and wakefulness with excessive daytime sleepiness, disorders
associated with increased fatigue or hypersomnolence, and disorders with impaired cognition.

18.  The use according to any one of claims 14, 16 or 17 wherein the disorder is selected
from narcolepsy, obstructive sleep apnoea syndrome, fatigue associated with Parkinson’s

disease, fatigue associated with multiple sclerosis and fatigue associated shift-work.

19. A compound of formula II-1

R/U\O P (I1-1);

or a salt thereof; in which p, g, r, Rz and A are as defined under formula |; and R, is a leaving

group.



